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Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH (S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

Responsive to communication(s) filed on 19 April 2002 . 
2a)D This action is FINAL. 2b)S This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quay/e, 1935 CD. 11, 453 O.G. 213. 
Disposition of Claims 

4) ^ Claim(s) 1-9 and 12-15 is/are pending in the application. 

4a) Of the above claim(s) 8.9.12 and 13 is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) ^ Claim(s) 8.9.12 and 13 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are: a)D accepted or b)Q objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 

11) D The proposed drawing correction filed on is: a)D approved b)D disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) D The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§119 and 120 

1 3) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 1 9(a)-(d) or (f). 

a)D All b)D Some*c)n None of: 

1 .□ Certified copies of the priority documents have been received. 

2. D Certified copies of the priority documents have been received in Application No. . 

3. D Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) ^ Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 119(e) (to a provisional application). 

a) □ The translation of the foreign language provisional application has been received. 

15) D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121. 

Attachment(s) 

1) ^ Notice of References Cited (PTO-892) 4) □ Interview Summary (PTO-413) Paper No(s). . 

2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948) 5) □ Notice of Informal Patent Application (PTO-1 52) 

3) |3 Information Disclosure Statement(s) (PTO-1 449) Paper No(s) £8 . 6) □ Other: 
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DETAILED ACTION 

Receipt is acknowledged of the Election with Attachment, received by the Office April 
19, 2002. 

Election/Restrictions 

Applicant's election with traverse of group 2, claim 8, 9, 12, and 13, in Paper No. 1 1 is 
acknowledged. The traversal is on the ground(s) that the restriction requirement was improper at 
this point in the prosecution of the application. Applicant argues that the claims directed to the 
subject matter of each group have been present in the application since the filing date, but were 
not previously subject to restriction. Applicant further states that at least one search has already 
been conducted on all of the claims in view of the office action already issued in this case on the 
merits. This is not found persuasive because upon reconsideration the examiner withdrew the 
original office action. As stated in section 8 1 1 .02 of the MPEP, "Since 37 CFR 1 . 142(a) 
provides that restriction is proper at any stage of prosecution up to final action, a second 
requirement may be made when it becomes proper, even though there was a prior requirement 
with which applicant complied. Ex parte Benke, 1904 CD. 63, 108 O.G. 1588 (Comm'r Pat. 
1904). Emphasis added 

Therefore, the requirement is still deemed proper and is therefore made FINAL. 

Claim Rejections - 35 USC § 112 
The following is a quotation of the first paragraph of 35 U.S. C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 
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Claims 8, 9, 12, and 13 are rejected under 35 U.S.C. 1 12, first paragraph, as containing 
subject matter which was not described in the specification in such a way as to enable one skilled 
in the art to which it pertains, or with which it is most nearly connected, to make and/or use the 
invention. 

In In re Wands (8 USPQ2d 1400 (CAFC 1988)), the CAFC considered the issue of 
enablement in molecular biology. The CAFC summarized eight factors to be considered in a 
determination of "undue experimentation". These factors include: (a) the quantity of 
experimentation; (b) the amount of guidance presented; (c) the presence or absence of working 
examples; (d) the nature of the invention; (e) the state of the prior art; (f) the predictability of the 
prior art; (g) the breadth of the claims; and (h) the relative skill in the art. 

(a) In order to utilize the system as claimed, the skilled artisan would be presented with 
an unpredictable amount of experimentation. An undetermined number of experimental factors 
utilizing a system for the systemic minimization of the production of TNF-alpha by the oral or 
intravenous administration of bioactive glass particles, and the treatment of a variety of diseases 
which include viral hepatitis, adult repository distress syndrome, and cardiac allograft rejection 
would have to be resolved by the practitioner for the reasons discussed below. Some of the 
diseases recited involve the host immune system. 

(b & c) The specification states that one object of the invention is to provide a method for 
the systemic minimization of the production of TNF-alpha by the oral or intravenous 
administration of bioactive glass particles. However, the specification lacks a reasonable level of 
guidance for said methods, and working and/or prophetic examples are clearly absent. 
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A carefUl evaluation of Figure 2, related to TNF, shows that the same values were 
obtained for both the control and the Bioglass formulations. Based on this finding, it is unclear 
to the examiner as to how one can come to the conclusion that TNF production is minimized. A 
review of the literature indicates the bioglass in fact increases the release of TNF (see the 
reference of Bosetti et al, discussed in more detail below. 

Furthermore, the examiner points to Example 1, on pages 15-16 of the instant 
specification. In the example, ten mice were injected with bioactive glass with a buffer, and the 
pH was adjusted to 9.6. Additionally, ten more mice were injected with the carrier and buffer, 
but no bioactive glass, and no pH adjustment. The results showed that the carrier treated mice 
had a lower EL-6 concentration than the bioactive glass treated mice. However, the examiner 
would like to point out that there were two variables present during this comparison, the presence 
or absence of bioactive glass, and the presence or absence of pH adjustment. Because there were 
two variables, it is impossible to determine which is responsible for the end result. 

Additionally, applicant's instant method claims recite oral or intravenous administration, 
however, the examples only pertain to intraperitoneal injection. Therefore, there is no guidance 
for the claimed method through oral or intravenous administration. 

Applicant has not taught or defined how the invention arrives at a means for the systemic 
minimization of the production of TNF-alpha by the oral or intravenous administration of 
bioactive glass particles. 

(d) The nature of systems for the systemic minimization of the production of TNF-alpha 
by the oral or intravenous administration of bioactive glass particles is extremely complex. 
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(e & f) Although the art provides a certain level of guidance with regards to use of 
Bioglass for clinical purposes, the prior art does not discuss its effect on proteins. The examiner 
refers applicant to "Interaction of bioactive glasses with peritoneal macrophages and monocytes 
in vitro" by Bosetti et al . Bosetti et al teach that Bioglass induces a high level of Cytokine 
secretion, as well as an increased release of TNF-alpha. This is completely contradictory to the 
limitations claimed by applicant. Applicant is claiming that bioglass can be used to decrease the 
production of TNF-alpha, while the reference teaches that Bioglass is successful at increasing the 
release of TNF-alpha. These teachings do not provide sufficient guidance where the 
specification is lacking. The art shows no guidance suggesting that the administration of 
bioglass can also induce the minimization of TNF-alpha. 

(g) The claims are broad because there is no guidance for the claimed method. 

(h) The level of skill of those in the art involving the systemic minimization of the 
production of TNF-alpha by the oral or intravenous administration of bioactive glass particles 
would have to be resolved by the practitioner for the reasons discussed below is very high. 

The skilled practitioner would first turn to the instant specification for guidance in using 
the method as claimed. However, the specification does not provide sufficient guidance for 
using the method as claimed. As such, the skilled practitioner would turn to the prior art for such 
guidance. However, the prior art does not teach a method for the systemic minimization of the 
production of TNF-alpha by the oral or intravenous administration of bioactive glass particle. 
Instead, the prior art teaches an increase in the release of TNF-alpha by administering Bioglass. 
Finally, said practitioner would turn to trial and error experimentation to make/use a system for a 
the systemic minimization of the production of TNF-alpha by the oral or intravenous 
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administration of bioactive glass particles without guidance from the specification or the prior 
art. Therefore, undue experimentation becomes the burden of the practitioner. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Amy E Pulliam whose telephone number is 703-308-4710. The 
examiner can normally be reached on Mon-Thurs 7:30-5:00, Alternate Fri 8:30-5:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Thurman Page can be reached on 703-308-2927. The fax phone numbers for the 
organization where this application or proceeding is assigned are 703-305-3592 for regular 
communications and 703-305-3592 for After Final communications. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is 703-308-1235. 

aep 

June 20, 2002 
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